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CLAIMS 



A variant hebatocyte growth factor (HGF) which is substantially 
incapable of ftinding a heparan sulphate proteoglycan but which is 
capable of binding to the HGF receptor wherein a positively- 
charged amino\acid residue in the hairpin loop structure of wild- 
type HGF has been replaced with an amino acid residue with a 
negative charge for use in medicine. 

A variant humanl hepatocyte growth factor (HGF) according to 
Claim 1 wherein ai least amino acid residue R73 has been replaced 
by an amino acid[ residue with a negative charge for use in 
medicine. 



/ 



3. A variant human hebfatocyte growth factor (HGF) according to 
Claim 1 «or 3 ' wherein at least amino acid residue R76 has been 
replaced by an ajnino pcid residue with a negative charge for use in 
medicine. 

4. A variant hunl^^epatl^ (HGF) according to^BP?' 
0ne of the precedmg^ljpig ' wherein both amino acid residues R73 
and R76 have been replaced independently with an amino acid 
residue with a negative charge for use in medicine. 



A variant human hepatofcyte growth factor (HGF) comprising 
amino acid residue replacements R73E and R76E for use in 
medicine. 
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hepatocyte growth factor (HGF) comprising 
Teplaeements-R-73E— in 



hepatocyte growth factor (HGF) comprising 
replacements R73E, R76E and K78E for use in 



6^ A variant humar 
amino -acid-residue : 
medicine. 

7./ A variant human 
amino acid residue 
medicine. 

8/ A variant human hepatocyte growth factor (HGF) consisting of 
human HGF with aipino acid replacements R73E and R76E for use 
in medicine. 

A variant human hdjpatocyte growth factor (HGF) consisting of 
human HGF with am|no acid replacements R73E, R76E and R93E 
for use in medicine. 

A variant human hepktdcyte growth factor (HGF) consisting of 
human HGF with anftn\) acid replacements R73E, R76E and K78E 
for use in medicijafe. 

11. A variant hepatocyte groWth facto^(HGF) according to A any one of « 
' Cluiim 1 lu IQ which anfegcrfnses the action of wild-type HGF for 
use in medicine. 



12. A variant hepatocyte growth factor (HGF) according to ClaimJJ^ 
wherein the variant HGF \ further comprises a mutation which 
confers resistance in the vajriant HGF to proteolytic cleavage by 
enzymes capable of in vivo Conversion of HGF into its two-chain 
form for use in medicine. 
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A variant human hepatocyte growth factor (HGF) according to 
Claim 12 w hich have an amino acid alteration at or adjacent to any 
of amino acids 4$3, 494, 495 and 496 of the wild-type human 
HGF. 



A pharmaceutical (composition comprising a variant hepatocyte 
growth factor (HGR) as defined in any of the precedmg claims and 
a pharmaceutical^ acceptable carrier. 

A method of treating a patient in need of treatment with a 
hepatocyte growth ractor or an antagonist thereof the method 
comprising administering to the patient an effective amount of a 
variant HGF as defined in ^any one of Claimo 1 to 13» . 

A method according tol€^aim 15 wherein the patient has cancer. 

Use of a variant iiepatoiyte growth factor (HGF) as defined in^as^ 
■ quo of Claims A to lol in the manufacture of a medicament for 
treating a patient in needlof treatment with a HGF or an antagonist 
thereof. / 1 y 

Use as defined int^laimT^ the patient has cancer. 

A variant hepatocyte growth factor (HGF) wherein a positively- 
charged amino acid residua in the hairpin loop structure of wild- 
type HGF has been replaced with an amino acid residue with a 
negative charge provided that the variant HGF is not a variant of 
human HGF in which the replacements (a) R73E, R76E and R93E 
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76E or (c) K91E, R93E and K94E have been 



A variant human 
Claim 19 wherein 
replaced by an 



lepatocyte growth factor (HGF) according . to 
at least amino acid residue R73 has been 
amirjo acid residue with a negative charge. 



A variant human 
Claim 19 wherein 
replaced by an amin 



lepatocyte growth factor (HGF) according to 
at least amino acid residue R76 has been 
acid residue with a negative charge. 

A variant human hepatocyte growth factor (HGF) according te tany™ 
nnr of rinimn I'HtttI wherein both amino acid residues R73 and 
R76 have been replaced independently with an amino acid residue 
with a negative charge! 



A variant human/hepatocyte growth factor (HGF) comprising 
amino acid residue replacements R73E, R76E and K78E. 

A variant hepatocyte growth factojKHGF) according to Claim 19 
which antagonists the acko&m wild- type HGF. 



A variant hepatocyte growth factor (HGF) according to Claim 24 
wherein the variant HGF further comprises a mutation which 
confers resistance in the variant HGF to proteolytic cleavage by 
enzymes capable of in vivo conversion of HGF into its two chain 



form. 



V 
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26. A variant human\ hepatocyte growth factor (HGF) according to 
C laim 2 5 which have an amino acid alteration 
of amino acids 4^3, 494, 495 and 496 of the wild-type human 
HGF. 



27. A polynucleotide encoding a variant hepatocyte growth factor 
according to A eOiy u nci o f Claims 19 lo 24. 



28. A vector comprising a njefly nucleotide according to Claim 27. 



29. A host cell comp/isi^g a polynucleotide or vector according , to 
Claim 27 



30. A method of producingta variant hepatocyte growth factor (HGF) 
the method comprising dulturing a cell as defined in Claim 29 and 
isolating the variant HGR therefrom. 
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